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NAPROXEN TABLETS USP

DESCRI PTI ON

Naproxen is a nmenber of the arylacetic acid group of nonsteroidal
anti-inflammatory drugs.

The chem cal nane for naproxen is (+)-6-Mthoxy- o- et hyl - 2-
napht hal eneacetic acid. It has the follow ng structural formla:

MN = 230. 26 Mol ecular Formula: C ,H,0

Naproxen is a practically odorless, white to off-white crystalline
substance. It is lipid soluble, practically insoluble in water at |ow
pH and freely soluble in water at high pH The octanol /wat er
partition coefficient of naproxen at pH7.4is 1.6 to 1.8.

Each tablet, for oral admnistration, contains ny
naproxen. |In addition, each tablet contains the follow ng inactive
i ngredi ents:

[We note that in accordance with good pharmnaceutical practice,
all dosage forns should be labeled to cite all the inactive
ingredients (refer to USP General Chapter <1091> for gui dance).
We believe this is an inportant public health neasure. Please
respond accordingly by correctly noting the inactive ingredients
present in this product.]

CLI NI CAL PHARMACOLOGY
Naproxen is a nonsteroidal anti-inflamatory drug w th anal gesic and
antipyretic properties. The naproxen anion inhibits prostagl andin
synthesis but beyond this its node of action is unknown.

Phar macoki netics: Naproxen itself is rapidly and conpl etely absorbed
fromthe gastrointestinal tract with an in vivo bioavailability of
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95% The elimnation half-life of naproxen ranges from12 to 17
hours. Steady-state |evels of naproxen are reached in 4 to 5 days and
t he degree of naproxen accunulation is consistent with this half-life.

Absorption: After admnistration of naproxen tablets, peak plasna
levels are attained in 2 to 4 hours.

Di stribution: Naproxen has a volune of distribution of 0.16 L/kg. At
therapeutic |l evels naproxen is greater than 99% al bum n bound. At
doses of naproxen greater than 500 ng/day there is | ess than
proportional increase in plasnma |evels due to an increase in clearance
caused by saturation of plasma protein binding at higher doses
(average trough C o 36.5, 49.2, and 56.4 ng/L w th 500, 1000, and
1500 ngy daily doses of naproxen). However, the concentration of
unbound naproxen continues to increase proportionally to dose.

Met abol i sm Naproxen is extensively netabolized to 6-0-desnet hyl
napr oxen and both parent and metabolites do not induce netaboli zing
enzymnes.

El i mnation: The clearance of naproxen is 0.13 niL/ m n/kg.

Approxi mately 95% of the naproxen fromany dose is excreted in the
urine, prinmarily as naproxen (less than 1% 6-0-desnethyl naproxen
(less than 1%, or their conjugates (66-92%. The plasma half-1ife of
t he naproxen anion in humans ranges from12 to 17 hours. The
correspondi ng hal f-lives of both naproxen's netabolites and conjugates
are shorter than 12 hours and their rates of excretion have been found
to coincide closely with the rate of naproxen di sappearance fromthe
plasma. In patients with renal failure nmetabolites nay accunul ate.

Speci al Popul ati ons:

Children: In children of 5 to 16 years of age with arthritis, plasma
naproxen levels following a 5 ng/ kg singl e dose of naproxen suspensi on
(see DOSAGE AND ADM NI STRATION) were found to be simlar to those
found in normal adults follow ng a 500 ng dose. The termnal half-
life appears to be simlar in children and adults. Pharmacokinetic
studi es of naproxen were not perforned in children of less than 5
years of age.

Renal Insufficiency : Naproxen pharnacoki neti cs has not been determ ned
in subjects wth renal insufficiency. dven that naproxen, its

nmet abol ites, and conjugates are prinmarily excreted by the kidney, the
potential exists for naproxen netabolites to accunulate in the

presence of renal insufficiency.
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Cinical Studies:

General Information: Naproxen has been studied in patients with
rheumatoid arthritis, osteoarthritis, juvenile arthritis, ankyl osing
spondylitis, tendinitis and bursitis, and acute gout. |nprovenent in
patients treated for rheumatoid arthritis has been denonstrated by a
reduction in joint swelling, a reduction in duration of norning
stiffness, a reduction in disease activity as assessed by both the
investigator and patient, and by increased nobility as denonstrated by
a reduction in walking tinme. Generally, response to naproxen has not
been found to be dependent on age, sex, severity or duration of
rheumatoid arthritis.

In patients with osteoarthritis, the therapeutic action of naproxen
has been shown by a reduction in joint pain or tenderness, an increase
in range of notion in knee joints, increased nobility as denonstrated
by a reduction in walking tine, and i nprovenent in capacity to perform
activities of daily living inpaired by the disease.

In aclinical trial conparing standard formul ati ons of naproxen 375 ng
BID (750 ng a day) versus 750 ng BID (1500 ng a day), 9 patients in
the 750 ng group termnated prematurely because of adverse events.

N neteen patients in the 1500 ng group termnated prenaturely because
of adverse events. Mst of these adverse events were gastrointestinal
events.

In clinical studies in patients wth rheunatoid arthritis,
osteoarthritis, and juvenile arthritis, naproxen has been shown to be
conparabl e to aspirin and i ndonethacin in controlling the

af orenent i oned neasures of disease activity, but the frequency and
severity of the mlder gastrointestinal adverse effects (nausea,
dyspepsi a, heartburn) and nervous system adverse effects (tinnitus,

di zzi ness, |ightheadedness) were | ess in naproxen treated patients
than in those treated with aspirin or indonethacin.

In patients with ankyl osi ng spondylitis, naproxen has been shown to
decrease night pain, norning stiffness and pain at rest. In

doubl e-bl i nd studies the drug was shown to be as effective as aspirin,
but with fewer side effects.

In patients with acute gout, a favorabl e response to naproxen was
shown by significant clearing of inflamatory changes (e.g., decrease
in swelling, heat) within 24 to 48 hours, as well as by relief of pain
and tender ness.
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Napr oxen has been studied in patients with mld to noderate pain
secondary to post-operative, orthopedic, post-partum episiotony, and
uterine contraction pain and dysnenorrhea. nset of pain relief can
begin within one hour in patients taking naproxen. Anal gesic effect
was shown by such measures as reduction of pain intensity scores,
increase in pain relief scores, decrease in nunbers of patients
requi ring additional anal gesic nmedication, and delay in tine to
renmedi cation. The anal gesic effect has been found to last for up to
12 hours.

Napr oxen nmay be used safely in conbination with gold salts and/or
corticosteroids; however, in controlled clinical trials, when added to
the regimen of patients receiving corticosteroids it did not appear to
cause greater inprovenent over that seen with corticosteroids al one.
Wet her naproxen has a "steroi d-sparing” effect has not been
adequat el y studi ed. Wen added to the regi nen of patients receiving
gold salts, naproxen did result in greater inprovenent. Its use in
conbination with salicylates is not recommended because there is
evidence that aspirin increases the rate of excretion of naproxen and
data are inadequate to denonstrate that naproxen and aspirin produce
greater inprovenent over that achieved with aspirin alone. In
addition, as with other NSAIDS the conbi nation may result in higher
frequency of adverse events than denonstrated for either product

al one.

In 2O blood | oss and gastroscopy studies with normal vol unteers,
daily admnistration of 1000 ng of naproxen has been denonstrated to
cause statistically significantly |ess gastric bl eeding and erosi on
than 3250 ng of aspirin.

| ndi vi dual i zati on of Dosage: Onset of pain relief can begin w thin one
hour in patients taking naproxen.

The recommended strategy for initiating therapy is to choose a
fornmulation and a starting dose likely to be effective for the patient
and then adjust the dosage based on observation of benefit and/or
adverse events. A |lower dose should be considered in patients with
renal or hepatic inpairnent or in elderly patients (see PRECAUTI ONS).

Anal gesi a/ Dysnenorrhea/Bursitis and Tendinitis: Because the sodi um
salt of naproxen is nore rapidly absorbed, naproxen sodiumis
recommended for the nmanagenent of acute painful conditions when pronpt
onset of pain relief is desired. Naproxen nay al so be used for
treatnent of acute pain and dysnenorrhea. The recommended starting
dose of naproxen is 500 ng foll owed by 500 ng every 12 hours or 250 ny
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every 6 to 8 hours, as required. The initial dose should not exceed
1250 ng of naproxen. Thereafter, the total daily dose shoul d not
exceed 1000 ny.

Acute Gout: The recommended starting dose is 750 ng of naproxen
foll owed by 250 ng every 8 hours until the attack has subsi ded.

GCsteoarthritis/Rheumatoid Arthritis/Ankyl osing Spondylitis: The
recommrended dose of naproxen is 250 ng, 375 ng, or 500 ng taken twi ce
daily (nmorning and evening). During long-termadmnistration the dose
of naproxen may be adjusted up or down dependi ng on the clinical
response of the patient. A lower daily dose nay suffice for |ong-term
admnistration. |In patients who tolerate | ower doses well, the dose
may be increased to 1500 ng per day when a higher |evel of anti-
inflammat ory/ anal gesic activity is required. Wen treating patients
wi t h naproxen 1500 ng/ day, the physician shoul d observe sufficient
increased clinical benefit to offset the potential increased risk.

The norning and eveni ng doses do not have to be equal in size and
admnistration of the drug nore frequently than tw ce daily does not
general ly nake a difference in response (see CLIN CAL PHARVACOLQGY) .

Juvenile Arthritis: The use of naproxen oral suspension allows for
nmore flexible dose titration. In children, doses of 5 ng/kg/day
produced plasnma | evel s of naproxen simlar to those seen in adults
taki ng 500 ng of naproxen (see CLIN CAL PHARVACOLQOGY) .

The recommended total daily dose is approximately 10 ng/kg given in 2
divided doses (i.e., 5 ng/kg given twi ce a day). (see DOSAGE AND
ADM NI STRATI ON) .

| NDI CATI ONS AND USACE
Naproxen tablets are indicated for the treatnent of rheunatoid
arthritis, osteoarthritis, ankylosing spondylitis, and juvenile
arthritis.
They are also indicated for the treatnent of tendinitis, bursitis,
acute gout, and for the nmanagenent of pain and prinary dysnenorrhea.

CONTRAI NDI CATI ONS

Naproxen is contraindicated in patients who have had allergic

reactions to prescription as well as to over-the-counter products
contai ning naproxen. It is also contraindicated in patients in whom
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aspirin or other nonsteroidal anti-inflamratory/anal gesic drugs induce
the syndrone of asthma, rhinitis, and nasal polyps. Both types of
reacti ons have the potential of being fatal. Anaphyl actoid reactions
to naproxen, whether of the true allergic type or the pharnacol ogi c
idiosyncratic (e.g., aspirin hypersensitivity syndrone) type, usually
but not always occur in patients with a known history of such
reactions. Therefore, careful questioning of patients for such things
as asthma, nasal polyps, urticaria, and hypotension associated with
nonsteroidal anti-inflamatory drugs before starting therapy is
important. In addition, if such synptons occur during therapy,

treat ment shoul d be di sconti nued.

WARNI NGS

Risk of G Uceration, Bleeding and Perforation wi th NSAI D Therapy:
Serious gastrointestinal toxicity such as bl eeding, ulceration, and
perforation, can occur at any time, with or wthout warni ng synptons,
in patients treated chronically with NSAI D therapy. A though m nor
upper gastrointestinal problens, such as dyspepsia, are conmmon,

usual |y devel oping early in therapy, physicians should remain alert
for ulceration and bleeding in patients treated chronically wth

NSAI Ds even in the absence of previous @ tract synptons. In patients
observed in clinical trials of several nonths to two years' duration
synptonmati c upper G ulcers, gross bleeding or perforation appear to
occur in approxinmately 1% of patients treated for 3 to 6 nonths, and
in about 2 to 4%of patients treated for one year

Physi ci ans shoul d inform patients about the signs and/or synptons of
serious 3 toxicity and what steps to take if they occur

Studies to date with naproxen have not identified any subset of
patients not at risk of devel oping peptic ul ceration and bl eedi ng.
Except for a prior history of serious G events and other risk factors
known to be associated with peptic ul cer di sease, such as al coholism
snmoking, etc., no risk factors (e.g., age, sex) have been associ at ed
with increased risk. Elderly or debilitated patients seemto tol erate
ul ceration or bleeding I ess well than other individuals and nost

spont aneous reports of fatal G events are in this popul ation. Studies
to date are inconclusive concerning the relative risk of various

NSAI Ds i n causi ng such reactions. H gh doses of any NSAI D probably
carry a greater risk of these reactions, although controlled clinical
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trials showng this do not exist in nost cases. In considering the use
of relatively large doses (w thin the recommended dosage range),
sufficient benefit should be anticipated to offset the potenti al
increased risk of G toxicity.

PRECAUTI ONS
CGener al :

NAPROXEN SHOULD NOT BE USED CONCOM TANTLY W TH OTHER NAPROXEN PRODUCTS
(SUCH AS NAPROXEN SODI UM SINCE THEY ALL Cl RCULATE I N THE PLASMVA AS
THE NAPROXEN ANI ON.

If the steroid dose is reduced or elimnated during therapy, the
steroi d dosage shoul d be reduced slowy and the patients shoul d be
observed cl osely for any evidence of adverse effects, including
adrenal insufficiency and exacerbation of synptons of arthritis.

Patients with initial henogl obin values of 10 grans or less who are to
recei ve long-termtherapy shoul d have henogl obi n val ues det erm ned
peri odi cal ly.

The antipyretic and anti-inflammatory activities of the drug may
reduce fever and inflammation, thus dimnishing their utility as
di agnostic signs in detecting conplications of presunmed non-

i nfectious, non-inflamatory painful conditions.

Because of adverse eye findings in aninmal studies with drugs of this
class it is recomrended that ophthal mc studies be carried out if any
change or disturbance in vision occurs.

Renal Effects: As with other nonsteroidal anti-inflammatory drugs,

| ong-term adm ni strati on of naproxen to aninmals has resulted in renal
papi |l ary necrosis and ot her abnormal renal pathol ogy. | n hunmans,

t here have been reports of acute interstitial nephritis wth
hematuria, proteinuria, and occasionally nephrotic syndrone associ at ed
w t h naproxen containing products and ot her NSAI DS since they have
been nar ket ed.

A second formof renal toxicity has been seen in patients taking
naproxen as well as other nonsteroidal anti-inflamratory drugs. In
patients with prerenal conditions |leading to the reduction in rena
bl ood fl ow or bl ood vol ume, where the renal prostagl andins have a
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supportive role in the mai ntenance of renal perfusion, admnistration
of a nonsteroidal anti-inflammatory drug may cause a dose- dependent
reduction in prostaglandin formation and nmay precipitate overt rena
deconpensation. Patients at greatest risk of this reaction are those
with inpaired renal function, heart failure, liver dysfunction, those
taking diuretics, and the elderly. D scontinuation of nonsteroida
anti-inflamatory therapy is typically followed by recovery to the
pretreatnent state.

Naproxen and its netabolites are elimnated prinmarily by the kidneys,
therefore the drug should be used with caution in patients with
significantly inpaired renal function and the nonitoring of serum
creatinine and/or creatinine clearance is advised in these patients.
Caution should be used if the drug is given to patients with
creatinine clearance of |ess than 20 nL/ m nute because accunul ati on of
napr oxen met abolites has been seen in such patients.

Chroni c alcoholic liver disease and probably other diseases with
decreased or abnornal plasna proteins (albumn) reduce the total

pl asma concentration of naproxen, but the plasma concentration of
unbound naproxen is increased. Caution is advised when hi gh doses are
requi red and sone adjustnent of dosage nay be required in these
patients. It is prudent to use the |owest effective dose.

Studies indicate that although total plasma concentration of naproxen
i s unchanged, the unbound plasma fraction of naproxen is increased in
the elderly. Caution is advised when high doses are required and sone
adj ustnent of dosage may be required in elderly patients. As with
other drugs used in the elderly, it is prudent to use the | owest

ef fective dose.

Hepati c Function: As with other nonsteroidal anti-inflammatory drugs,
borderline el evations of one or nore liver tests may occur in up to
15% of patients. These abnornalities nay progress, nay remnain
essentially unchanged, or may be transient with continued therapy. The
SGPT (ALT) test is probably the nost sensitive indicator of |iver
dysfunction. Meaningful (3 times the upper limt of nornal) el evations
of SGPT or SAOT (AST) occurred in controlled clinical trials in less
than 1% of patients. A patient with synptons and/or signs suggesting
l'iver dysfunction, or in whoman abnormal |iver test has occurred,
shoul d be eval uated for evidence of the devel opment of nore severe
hepati c reaction while on therapy w th naproxen. Severe hepatic
reactions, including jaundice and cases of fatal hepatitis, have been
reported with naproxen as with other nonsteroidal anti-inflamatory
drugs. Al though such reactions are rare, if abnormal |iver tests
persist or worsen, if clinical signs and synptons consistent wth
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l'iver disease develop, or if systemc nanifestations occur (e.g.
eosi nophilia, rash, etc.), naproxen should be di sconti nued.

Fluid Retention and Edema: Peripheral edenma has been observed in sone
patients receiving naproxen.

Information for Patients: Naproxen, |ike other drugs of its class, is
not free of side effects. The side effects of these drugs can cause
disconfort and, rarely, there are nore serious side effects, such as
gastrointestinal bl eeding, which may result in hospitalization and
even fatal outcones.

NSAI Ds (Nonsteroidal Anti-Inflammatory Drugs) are often essenti al
agents in the nmanagenent of arthritis and have a major role in the
treatnent of pain, but they also may be commonly enpl oyed for
conditions which are | ess serious.

Physi cians may wish to discuss with their patients the potential risks
(see WARNI NGS, PRECAUTI ONS, and ADVERSE REACTI ONS sections) and |ikely
benefits of naproxen treatnment, particularly when it is used for |ess
serious conditions where treatnment w thout NSAI Ds nay represent an
acceptabl e alternative to both the patient and physi ci an.

Caution shoul d be exercised by patients whose activities require
alertness if they experience drowsi ness, dizziness, vertigo or
depression during therapy w th naproxen.

Laboratory Tests: Because serious G tract ulceration and bl eedi ng can
occur without warning synptons, physicians should follow patients
chronically treated with naproxen for signs and synptons of ul ceration
and bl eedi ng and should i nformthemof the inportance of this

foll owup and what they should do if certain signs and synptons do
appear (see WARNINGS - Risk of @ Uceration, Bleeding and Perforation
wi th NSAI D Ther apy) .

Drug Interactions: The use of NSAIDs in patients who are receiving ACE
inhibitors may potentiate renal disease states (see PRECAUTI ONS, Rena
Effects).

In vitro studi es have shown that naproxen ani on, because of its
affinity for protein, may displace fromtheir binding sites other
drugs which are al so al bum n-bound (see CLIN CAL PHARMACOLQOGY,
Phar macoki neti cs).

Theoretically, the naproxen anion itself could |ikew se be displ aced.
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Short-termcontrolled studies failed to show that taking the drug
significantly affects prothronbin tines when admnistered to

i ndi vidual s on coumarin-type anticoagul ants. Caution is advi sed
nonet hel ess, since interacti ons have been seen w th ot her nonsteroi dal
agents of this class. Smlarly, patients receiving the drug and a
hydant oi n, sul fonam de or sul fonyl urea shoul d be observed for signs of
toxicity to these drugs (see CLI N CAL PHARMACCLOGY, dinical Studies,
General Information).

Concomtant admnistration of naproxen and aspirin is not recomrended
because naproxen is displaced fromits binding sites during the
concomtant admnistration of aspirin, resulting in | ower plasna
concentrations and peak plasnma | evel s.

The natriuretic effect of furosem de has been reported to be inhibited
by some drugs of this class. Inhibition of renal |ithiumclearance
leading to increases in plasna lithiumconcentrations has al so been
reported. Naproxen and ot her nonsteroidal anti-inflammtory drugs can
reduce the anti hypertensive effect of propranolol and other

bet a- bl ockers.

Probeneci d gi ven concurrently increases naproxen anion plasma | evels
and extends its plasna half-life significantly.

Caution should be used if naproxen is adm ni stered concomtantly wth
met hot r exat e. Naproxen and ot her nonsteroidal anti-inflammatory drugs
have been reported to reduce the tubular secretion of nmethotrexate in
an ani mal nodel, possibly increasing the toxicity of methotrexate.

Drug/ Laboratory Test Interactions: Naproxen nay decrease pl atel et
aggregation and prolong bleeding tine. This effect should be kept in
m nd when bl eeding tines are determ ned.

The adm ni stration of naproxen may result in increased urinary val ues
for 17-ketogenic steroids because of an interaction between the drug
and/or its netabolites with mdi-nitrobenzene used in this assay.

Al t hough 17-hydroxy-corticosteroid nmeasurenments (Porter-Silber test)
do not appear to be artifactually altered, it is suggested that
therapy w th naproxen be tenporarily discontinued 72 hours before
adrenal function tests are perfornmed if the Porter-Silber test is to
be used.

Naproxen may interfere with sone urinary assays of 5-hydroxy
i ndol eacetic acid (5H AA).
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Car ci nogenesi s: A two-year study was perforned in rats to evaluate the
car ci nogeni ¢ potential of naproxen at doses of 8, 16, and 24 ny/ kg/ day
(50, 100, and 150 ng/ m 2). The naxi mum dose used was 0.28 tines the
system c exposure to humans at the recommended dose. No evi dence of
tunorigenicity was found.

Pregnancy: Teratogenic Effects: Pregnancy Category B. Reproduction
studi es have been perfornmed in rats at 20 ng/ kg/day (125 ng/ m 2/ day,
0.23 tinmes the human systemc exposure), rabbits at 20 ny/ kg/ day

(220 nmg/ m?/ day, 0.27 tinmes the human systenic exposure), and mce at
170 ngy/ kg/ day (510 ng/m ?/day, 0.28 tinmes the hunman systeni c exposure)
with no evidence of inpaired fertility or harmto the fetus due to the
drug. There are no adequate and wel | -control | ed studies in pregnant
wonen. Because ani mal reproduction studies are not always predictive
of human response, naproxen shoul d not be used during pregnancy unl ess
cl early needed.

Non-teratogenic Effects: There is some evidence to suggest that when
inhibitors of prostaglandin synthesis are used to delay preterm]| abor
there is an increased risk of neonatal conplications such as
necrotizing enterocolitis, patent ductus arteriosus, and intracranial
henorrhage. Naproxen treatnent given in |ate pregnancy to del ay
parturition has been associ ated w th persistent pul nonary
hypertension, renal dysfunction, and abnormal prostaglandin E | evels
in preterminfants. Because of the known effect of drugs of this
class on the human fetal cardi ovascul ar system (cl osure of the ductus
arteriosus), use during third trinmester should be avoi ded.

Nur si ng Mot hers: The naproxen anion has been found in the mlk of

| actating woren at a concentration of approxi nmately 1% of that found
in the plasma. Because of the possible adverse effects of

pr ost agl andi n-i nhi biti ng drugs on neonates, use in nursing nothers
shoul d be avoi ded.

Pediatric Use: Safety and effectiveness in pediatric patients bel ow
the age of 2 years have not been established. Pediatric dosing
recomrendations for juvenile arthritis are based on well-controlled
studies. There are no adequate effectiveness or dose-response data for
other pediatric conditions, but the experience in juvenile arthritis
and ot her use experi ence have established that single doses of 2.5 to
5 ng/ kg (as naproxen oral suspension, see DOSAGE AND ADM N STRATI ON
section), wth total daily dose not exceeding 15 ng/ kg/day, are wel
tolerated in pediatric patients over 2 years of age.

11
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ADVERSE REACTI ONS

The follow ng adverse reactions are divided into three parts based on
frequency and whether or not the possibility exists of a causal

rel ati onshi p between naproxen and these adverse events. |n those
reactions listed as "Probabl e Causal Rel ationship" there is at |east
one case for each adverse reaction where there i s evidence to suggest
that there is a causal relationship between drug usage and the
reported event.

Adverse reactions reported in controlled clinical trials in 960
patients treated for rheumatoid arthritis or osteoarthritis are |listed
bel ow. In general, reactions in patients treated chronically were
reported 2 to 10 times nore frequently than they were in short-term
studies in the 962 patients treated for mld to noderate pain or for
dysnenorrhea. The nost frequent conplaints reported related to the
gastrointestinal tract.

A clinical study found gastrointestinal reactions to be nore frequent
and nore severe in rheumatoid arthritis patients taking daily doses of
1500 ng naproxen conpared to those taking 750 ng naproxen (see
CLI Nl CAL PHARMACCOLQGY) .

In controlled clinical trials with about 80 children and in well
noni t ored open-| abel studies with about 400 children with juvenile
arthritis, treated w th naproxen, the incidence of rash and prol onged
bl eeding times were increased, the incidence of gastrointestinal and
central nervous systemreactions were about the sane, and the

i nci dence of other reactions were lower in children than in adults.

The follow ng adverse reactions are divided into three parts based on
frequency and causal rel ati onship.

| nci dence Greater Than 1% (Probabl e Causal Rel ati onshi p)

Gastrointestinal : constipation*, heartburn*, abdom nal pain*, nausea*,
dyspepsia, diarrhea, and stomatitis.

Central Nervous System: headache*, dizziness*, drowsiness*,
| i ght headedness, and verti go.

Dermatol ogic: itching (pruritus)*, skin eruptions*, ecchynoses*,

12
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sweat i ng, purpura.

Speci al Senses: tinnitus*, hearing disturbances, visual disturbances.
Car di ovascul ar : edema*, dyspnea*, pal pitations.

General : thirst.

*|I nci dence of reported reaction between 3% and 9% Those reactions
occurring in less than 3% of the patients are unmarked.

I nci dence Less Than 1% (Probabl e Causal Rel ati onshi p)
The foll ow ng adverse reactions were reported |l ess frequently than 1%
during controlled clinical trials and through voluntary reports since
mar keti ng. Those reactions observed through voluntary reporting since
marketing are italicized.
Gastrointestinal : Abnormal liver function tests, colitis,
gastrointestinal bleeding and/or perforation, henmatenesis, jaundice,
pancreatitis, nelena, vomting.
Renal : d omerul ar nephritis, hematuria, hyperkalema, interstitia
nephritis, nephrotic syndrone, renal disease, renal failure, renal
papillary necrosis.

Hemat ol ogi ¢: Agranul ocytosis, eosinophilia, granul ocytopenia,
| eukopeni a, thronbocyt openi a.

Central Nervous System: Depression, dreamabnornalities, inability to
concentrate, insomia, nalaise, nyalgia and nuscl e weakness.

Der mat ol ogi c: Al opeci a, photosensitive dermatitis, urticaria, skin
rashes, photosensitivity reactions resenbling porphyria cutanea tarda
and epi dernol ysis bul |l osa.

Speci al Senses: Hearing inpairnent.

Cardi ovascul ar: Congestive heart failure.

Respiratory: Eosinophilic pneunonitis.

CGeneral : Anaphyl actoi d reactions, angi oneurotic edenma, nenstrual
di sorders, pyrexia (chills and fever) .

13
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| nci dence Less Than 1% (Causal Rel ationshi p Unknown)

These observations are being listed to serve as alerting infornation
to the physician.

Hemat ol ogi c: Apl astic anem a, henolytic anem a.
Central Nervous System: Aseptic neningitis, cognitive dysfunction.

Dermat ol ogi c: Epi dermal necrolysis, erythema multiforne,
St evens- Johnson syndrone.

Gastrointestinal : Non-peptic gastrointestinal ulceration, ulcerative
stomatitis.

Cardi ovascul ar: Vasculitis.

CGeneral : Hyperglycem a, hypoglycem a.

OVERDGSAGE

Signi fi cant naproxen overdosage nmay be characterized by drowsiness,
heartburn, indigestion, nausea or vomting. A few patients have
experienced seizures, but it is not clear whether or not these were
drug related. It is not known what dose of the drug would be life
threatening. The oral LD , of the drug is 543 ng/kg in rats,

1234 ng/ kg in mce, 4110 ng/ kg in hansters and greater than 1000 ngy/ kg
in dogs.

Should a patient ingest a |arge nunber of tablets, accidentally or

pur poseful ly, the stomach rmay be enptied and usual supportive neasures
enployed. In aninmals 0.5 g/kg of activated charcoal was effective in
reduci ng plasna | evel s of naproxen. Henodi al ysis does not decrease the
pl asma concentration of naproxen because of the high degree of its
protei n bindi ng.

DCSAGE AND ADM NI STRATI ON

Rheumatoid Arthritis, Osteoarthritis, and Ankyl osing Spondylitis: The
recomended dose is 250 ng, 375 ng, or 500 ng tw ce daily. During
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long-termadmni stration, the dose nay be adjusted up or down
dependi ng on the clinical response of the patient. A lower daily dose
may suffice for long-termadmnistration. The norning and eveni ng
doses do not have to be equal in size and the admnistration of the
drug nore frequently than twice daily is not necessary.

In patients who tolerate | ower doses well, the dose nmay be increased
to naproxen 1500 ng per day for limted periods when a higher |evel of
anti-inflamatory/analgesic activity is required. Wen treating such
patients w th naproxen 1500 ngy/ day, the physician shoul d observe
sufficient increased clinical benefits to offset the potential
increased risk (see CLIN CAL PHARVACOLOGY and I ndi vi dual i zation of
Dosage) .

Juvenile Arthritis: The recommended total daily dose of naproxen is

approxi mately 10 ng/ kg given in 2 divided doses (i.e., 5 ng/kg given

twice a day). Naproxen tablets are not well suited to this dosage so
use of naproxen oral suspension is recommended for this indication.

Managenent of Pain, Primary Dysnmenorrhea and Acute Tendinitis and
Bursitis: Because the sodiumsalt of naproxen is nore rapidly

absor bed, naproxen sodium is recomended for the nmanagenent of acute
pai nful conditions when pronpt onset of pain relief is desired.
Naproxen may al so be used. The recommended starting dose of naproxen
is 500 ng, followed by 500 ng every 12 hours or is 250 ng every 6 to 8
hours as required. The initial total daily dose shoul d not exceed
1250 ng of naproxen. Thereafter, the total daily dose shoul d not
exceed 1000 ng of naproxen.

Acute Gout: The recomrended starting dose is 750 ng of naproxen
foll owed by 250 ng every 8 hours until the attack has subsi ded.

HOW SUPPLI ED

- Est abl i shed nane

- Dosage formand strength, shape, color, inprinting, scoring, etc.
- Packagi ng

- Speci al handling and storage conditions

- Prescription | egend

Manuf acturer's and/or distributor's name and pl ace of busi ness
Date of |atest revision
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